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*9*8Jfclfl|j£StU *UTMedof48-J:tfKWIW«6CJ.Exp.Hed.. 1984, 160: ' 
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, daf, m\s*?*-u Gmft*ywn. zzmtizo^m. 
T+mi^m^mftyv'?* y h^6as»«fc £ne©c3/c5 
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LfcC3Cic3)©a«i©ia»f*, ^iwtc^T-Yy*^ haat^o^waftifc 
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El 9 tt, JSiSHIBiH^r y -fe-f £4o^T»£ bfc^©, sDAFMtt £CAB-2S 

«^TO#ft©M^fttt^M^©7yfe^t*3^§sMCP, sDAF 
, sMCP+sDAF©^t), *5J:t>'CAB-2©|5fl#?g'l4©Jt^^-r^^^7T*fe§o I 
g MT«Lfcty^©^l&^IS(RBC)#fJ»«T^O, t hjfiLft(ttK*MR 1 
: 200)«fti^iC£ LTffiffl Lft„ 
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H121& sHCP*<fctfCAB-2K:«tS, C5ajg£©IS§£^tW57T*&3o 1 : 
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*^Z^Jgtt<bO«iW4lK*ea5-9^o '* I-C5a desArg*ffl^S8l&?5?*-f 

fflHft©^«n?fcWFHtafflRLfto sMCPfc£DXAB-2©jMgl^V£ELISAfc<fc9 

Hi4», i«w^z*»aRrt(i.voa»*n&9vhfrBiiiw«nftiiii?» 
mu ^Lrio%^U7^u;vTSFSDsyvv±T?««ijtfc 0 

> e#H^^1-^^9 7 T* £ £ o E!)tlt20mg/kg©^-^;V75>fc 1 MCi£> 
I -iSht*&Mft®MU ^V>T^nfcM©CAB-2^y/^K%^frrS10iig 

*gSl^>^*7>-£*raibT ,H I -BSA©iiffi2:£fi{bLfc 0 

* 51fi7, M(f?ti^^- Ft «HCPi:nAP©S*©4«j¥«fiStt 
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H«J^ CAB-2^y;^m©-f yif hn»^W?Stt«?iJ^«\ CAB-2© 
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n60^n— Lublin, D.M.f), 1989, J.Exp.Med. 168:181-191 *5£lBfed 
of,M.E.5>, 1987, Proc. Natl. Acad.Sci. USA 84: 2007-201 !(£ ft £>«&Ks 

mm^p^t vxmm^n^KX osei^ft-n^&o Mcp&itmF^y^ 
Sfe^tf/sfeti^nso^WKiSttft^^^^ y hawmnwfrtts Lub 

lin.D.M. £>(±!5)&£t5Medof,M.E. 6(±E)fc «t DkWftfccDNA&?lJfc»oV 
Tl^©ffi^iDNA»ffflLTffSb#So MCPfe«J;tfDAF*^ 
-r««Hiafr&«RiiA*#*L, ?y^A7^V-£{&ibTcDNA££j£U 

fcEf&CPCR) K «fc 0 MJST^ae? <Dfl£0K0J*iWS U#S„ M#S14ft;» 

fcf, C4WB-&^^<^K(Chung6, 1985, Biochem.J. 230:133-141, #fJB«l»* 
-Zf^fcLTffifflf^TffctK $!*«\ HB?(Ripoche?>, 1988, Biochem.J. 2 
49:593-602, fc.fcOTBL£ft#^Y00716, *lil?ffl**"Z?##fc UTSE**)"? 
09*.& CRKKlicksteinP., 1988, J.Exp.Med. 168:1699, *W««F+"P 

j/g-ha V \>- Y (SCR)^« 3 fcJ: tf 4 tt, MCP* y/<*«©C3b 
43«fctfC4bSg^ffi*4*£CAda«seN 1991, J. Immunol. 147: 3005-301 1)„ Lfr 
L, SCR3*S«fctf4{djP*.T, SCR2£>gfc, *y?5y377**HStt*fl#T 
Sftfcfc&BfcSnSo ffiffl«tlS*/J^*«OcDNAtts MCP<DSCR3:fc,J:tf4©W 
^C^lS , rS7S7g|J&=i-Kf«t>OTfa5*, DAFOSCR2, 3**tf4tt«i«E 
JKSttH:»^-r*(Cpyne6s 1992, J. Immunol. 149: 2906-291 3) „ 09*. l& UCPfc 

wimm^mtzmm y**- hi-scona* ^ y y 
7V^R©'^ofeftt^"CWs. c3bfc<ktfc4b^stt^Bt>ic^ y^^ya 

s ^yT^y^T**-*** tfjft«B»£*<r § i& * * y ^ * K©-& 

gg^gz^aeag a y*- 
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$k:7 5/8&«(^snT^fcv\fo mcp-mcp«4», HCP-i/2MCP#BH4jfe<fctfl) 

AF-MCP^fe^Ol^T^^fPC 2 g©#rfcfc:tfin£ftfc7 5 /&Wtf*n£ftT 
SCRl^©^4MCP©□7 7^^-«^«^t>^V^OT^ 196073/ 

flH©y^;i/7-f K«^*»tfrrSo 75/K*fc*scR#&BiJ©s(XNWftu % 

§ SCR0iR6ti l JI&$4&it b * ft tt9JOSCREtt^raitt**IWlP S « 5 o 08*. £ 
, C3bifS#tt. CRlC»^TC4btt'&e, *SV>ttpS#©ttgttfciSft**lffSCKr 
ych£> N 1994, J.Biol. 269: 13273-13278) 0 £ft6©»m** SI»fftfe^T 

»© \s*r # 7 X * - (RCA) ©£T©/y/W2\ 

#5iW^f«'t4^^WT§(Hourcade, Holersfc^tf Atkinson, 1989, Adv. Immunol 
.45:381-416) 0 Pfflfcfct iHl&tt* «6075/iMn?4fliO«#*tlfe^r 
^y^fr SV^<o^©SCR*TOo MCPilDAF t«< 4 £ 9 ^SCRft^ 
mt5o Mill, CRl«30©SCRSS*fc*tr$o *V'7?yX'77 9#-i£& 
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^**tf^»O0«rSffl*y=f«*W*"*aAiblin5, 1986, J. Immunol. 13 
7:i629) 0 "iSSfc. ^^tlfg^Kfett^^^^MO^tt, mmtLT? 

e*s£tfo-?y e©<ts ft&*<bfo8it*<D#fl¥fc is^y 

ni/;Wb ; (2)#^y ^^;HbI^^>'^^M^M1* ; §'fe^^bacillus43cJ;t5 
E.ColiK43ttS««^«»H : (3)N»S3OT n^WbSfcaojeaSOT 3 

sag 

T'SSo 7v7.5KpMSGtt, v>X?DS^7^;VX(MMTV)©«£«E?>J(longt 
errainal repeaOfcfcorn*-*-;^^* So pMSG^KM&^Mi 
^ -V xf - - A X * -IPIICCHO) mm, Hela«:|3 £ tf V # XLktPtftlfflBST % 
" & (Lee, F.?.s 1981, Nature 294 : 228-232) 0 £ --pSVUiSV40©?£»37°P*.--- 

T*fcS(Sprague,J.5, 1983, J.Virol. 45:773-781) 0 ^^-pRSVy:^ 7X1*3 

«7^;VX7°p^£~;H£ffl-r;So Rsv^iiltcji^^?i^«}is ^7xHSit 
» ijy;^OTW33cfct>*C0SWT'fe§ (Gorman, Padaanabhanfe«fctfHbw 
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arck 1983, Science 22i:551-553) c 

A*3.u?J ;]/X$m^Z $-&%Tz&%U%% 0 CtiZV^ Z-IZs sf9 
CD£ d &gd^*Tf^K:^t-*aucko»,V.A.»J:tfSi0a(Brs.M.D.s 1988, 
Bio/Technology 6:47-55 ; Miller.L.K.s 1988, Ann.Re. Microbiology 42:177-19 
9)o 

^*{£#tt7°n ^e- £ -£/B^5pOXfgBS/ U -X^s E. col i . KftVTISi t 
t#£(Khosla,G.?K 1990, Bio/Technology 8: 554-558) „ lyr—POMfi^l 
yv^-Z— %OT1-5pRL^^^— 0teed,E.R.» 1981, Cell 25:713-719 ; Hott 
J.D.6, 1985, Proc.Natl.Acad.Sci.USA 82: 88-92) :fe«fctfE. col i© h U 7°r-7 

£&*TS>v(':f U 7 F7 0 a^-^-^«fflT§pKK223-3^^^-(Borsius,J. 
4SJ:tfHoly,A. N --1984. Proc.Natl.Acad.Sci.USA 81 : 6929-6933) £B. col l.KHBW" 

BtfiH^fc)iW^^^^fe*fea«^t^T«aT?a5«(M*^ Sleep 
,D., Belfield,D.P.fe«ttfGoodey,A.R., 1990, Bio/Technology 8:42-46:Sakai, 
A. 6, 1991, Bio/Technology 9:1382-1385 ; Kotula.L.&cfctfCurtis.P. J., 1991 
, Bio/Technology 9:1386-1389, cn6©^Ttt*W«lS*T?##i:LTSffl* 
ft£) 0 

*>^CAB<Dj3r£. »SfeJ:tf^f 

ss^^ 35 S -*l-*-ytmd y*-^~ b \,xmil£M % 

ttfls^©* ywrnrnt**; v u-i-^tfifo&mi, kmcps/c&itldaf)^ 
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Mttrnfehmz* **?zy^m$m.Ytm(omi5<D Y^y^mtz. 
. MCPMfc^-fe 9* y v fcDAF3te?-tz 9* y v toffifcttts-wmfe.** ? 

(/^tg«±»<D7V^ U 7 7 yX (pre-clearance) fcj\ 2 ^ift^ffl^^Mtfe 

MCPx t? b - 7° £ DAFX t£ h ~ 7°£> Wft&fm? %>Z-t tfiLWZM T»* Z *> 0 

bte&O^MLftZo SDS-PAGE*3ckU ; -hD-b;Vn-X^\Oh^y7N7 
Tr-Om, 7*ny b^OTPS?cttmDAF^/^D-^;l/mf*^fflV^r^fe$^# 

HU\ ^^fcMCPXt? h-7°tDAFXt° h~7V)jif7j^#£-f fc^to 
CAB-2cDcfca*-S#Stt+^■7^^ / /^@©|5l^aS^^ ELISASCckoTkSt 

mmm^X, 77*?-y^^O^£-ELISA7Wh&=i--hU * 

— cAB-2^^^^ : 
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?fy77-f"f^-^avh^77'/" Sfttti'nvh^*-*^^ 
-^n-7f^77^ -fc&ffl U#3„ E£{tifif*fc:S££ LfcCAB-2* y 

jkW8#±mwchB-z*ywiS&s WTcMffltS^nv h ^7 
Sffifflf « B» * ^ ^ SEA) #*r fc.fc9**fcBU#<&. N £ ft » o iSMfflKzK 

nomz*. #s<73x y f y i) 3 ^—mm<omm u#& cchavi 

ra.R.fe, 1984, AnaLBiochem. 136:446) 0 *0^<k*fl9«BiOS6ftSW«# 
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Cin5.cO^^S14^J^Uf§(lfedof,M.e., 1984, J. Exp. Med. 160:1558; 
Masaki.T.P), 1992, J.Biochem. lli:573) 0 MMfflfcWM't % £ 5 377^ 

*-sttf3v^T(iwi!*nfcC3«a:tf i m?*m*&&&xfm&m!mK 

B-Z©«fr(£ttffi»0?gttOfi^:s ©*HS«\ C3/C5<aJW«0=RSfkT?»«o 
TIB©MMtM©<tdK, giJ©>r>ehP7'yfe-r«. CAB-2rt\ C5a©£$ 
inX K) 3ll^*naC5iJEgSS5St£tt*M W#S £ Clforan.P. 5, 1992, J 

.Immunol. 149:1736, fcttSffl). TSa©«fl!lfcE«*tl 

* $ 5 $ y t\ g mc &-r a ^ / ^ □ --rfrffltvs-ss. 

*&-r*J8iftTf«R-r*. ma©K#«^t-*^w^y ei^sa^ 
5 x$m; --yfLZLTfu-yitL&Zo * a-t;Virtf*©^Mtt^, 

ELISAtfett*S*«^^^S^*fc«^^KSxM©ffifflfc<t^T^L 

«A^f7'J F-vffl«©^m^yt?hn^«fcj;^T^Uf^o K 
' f3E£W£ ^TWPaB«aR © ? B v F ?5 7 V ; -W(0fln£" El 
^7 a nx^yASfc«®^tyPx^yG©V^ti^Ci:S77^^r-<--^ 



cab-2©^ y \£^m^(omm 
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fc'J:miMfIfcJ;D ! ffWte»n^CP.Baileyfej;m.Sturm, 1983, Biochem. 
Pharn. 32:475) D £RftlC& I§l7;WXS)St, Sfr^-rMC^T, fix 

fk&S&S!S ; H.F.Weisman^ 1990, Science 249:146) I : L. 

Change 1992, J .Cerebr. Blood Flow Metab. 12:1030) ; ff'fI^(ARDS ; S.Hosea 
5., 1980, J.Clin. Invest. 66:375) ; J31gfflflil&EJ&Gift£ ', J .Leventhal fe N 
1993, Transplantation 55:857) ; ikfcCF. Caldwell?., 1993, J. Bum Care Eeha 
b: 14:420) ; ^W^<M.Steer, 1992, Yale J. Biol. Med. 65:421) I W&(R.Pic 
hler£, 1994, An. J.Pathol. 144:915) ; &W/W/<xa.Nilsson£ N 1990, Art 
if.Organs 14:46) ; &j;tf£fl^fc&(C.Linirigton5, 1989, Brain 112:895) 

i*^— it»&A, jki*u &tn #Hrt, & .train 

isK^sn*^ cn6Ki®esnjs:v>o cab-2©^ ye c'o^y 

^RffrtHttC3/C5*gaB8RfcJJ£3-U *LT£5&3C3b*J<i;tfC5b, C3afcJ: 
t?C5a7^7 79 f ^&tftC5b-9M^^©^]55c^il!i1-§ d t^pj 

iic-r§ D for, CAB-2^>/^K©ffl{*OTrgf±a, ^ytf^©ffi^tt{b 

0gB» ft6tffc»JD*iaiFt-«fcftK«l6L»*o CAB-2^ *S#3S©5& 



« tK h is & « & « ass 
« $ $ s * # « # « * «i 

« « ■% $1 8* €i & « & «! «9 
la 10 <W 8! * ® m «i § * * 
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•s ssi -a * g 

S8 J8§ £ Si ® & <$t « 
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ia ^- * *" is s> 
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^ffiluO Kf— EH<DW®Kt(pre-conditioning))o *»*^7 * y^^K 
§ s ^ Z&tilt x tf#«Wffl»«:ttlO /i g/kgMfe «fc tf l(hg/kg#«©*E 

#HI!S»«\ ffi{*U-b7^-^^^^^ WAtf, MCP-MCP, MCP-1/2MCP 
, MCP-DAF, *«J:tfDAF-MCP©5^©fe»0«^OfeS^^^*-Ofi^B*82«"rs 

0 cn^©^ y;^S«TOi: ^ MJtifo MCP *s«J:tflDAF 
-ryt^JS-TSTS/BiSa^^a-F-rSDNA 77^7 S /^ MCP &<fclfl>AF 

■t^TOOTIxy K pt £ U7-^(is New England Biolabs, Beverly MA 
BMALfeo Taq jKU^^— -SS, Cetus, Norwalk, CT frt>%Tt 0 
Lfd'J^^Wf Ftt, National Biosciences Inc., Plymouth, MN fr^ji 
XLfco pGEM-3fz(-)7°^X5F(*««T^ pG3N fcftSft*)tt, Promega, 
Madison, WI fr£>f#fc 0 pBluescript II SK(+)(«iE«"I?« pH SK-fc^Sn 
Stratagene, La Jolla, CA fr£f#fc 0 

C0S-7CATCC No. CRL1651)&> WW, 10mM 20mM HEPES, 50 pg/n 

1 XH/^7-f'A 50 W/nl ^-5"JX *3<fct;i0%7^Mif^ 
jjiJL/i, Dulbecco <D2fc"^ Eagle igi&CD'MEM) (GIBC0)Tl#?#bfc o CH0-K1 (ATCCNo 
.CCL61)tt, 10%*5'fl&JUfiL?lt 50 /zg/ral XM/^K^^y, fc<fctf50 

/ml ^i/'jym, Han ©^«&^F-l2(Sigma. St. Louis, M0)^i£4i 
bfc 0 



A. MCP-pG3N7^X5 F<D$lfgo 
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MCP-pG3N ft, MCP-DAF, MCP-MCP, ■ ftJ:tfHCP-l/2MCP SBH^^>-«KfifflO# 
tetLTJBvrfe, MCP-pG3N ^7X5K©«tt, pG3N ^7X5 F4UC N MCP © 
W^F^-YyWJiS-rST^/^ia^n-F-rs cDNA -b^yh^fflA 
fccfcDfrofco MCP^fffi^F^yftS-F^cDNAte, PCR£«fcO*#fc„ 

PCR SJSSf*^ S.J.Scharf. 1990, PCR protocol : A guide to methods and app 
lications, M.A.Innis, D.H.Gelfrand, J.J.Sninsky ££11' J. J. White Ik New 
York, New York, 84-91 I;«lt##i:tTm ^|BiiO^#TT?tf 
ofc 0 ft»%100/i 1 ©SiS^tt, ©Srl-a-l^s 50inM KC1, 10mM Tris-HCl p 
H8 . 3, 1 . 5mM MgC h , 0 . 2tnM <D 4 ^ 5/ U # 5* * I'tff - b\ 1 ng© , 

ISUbfcrXTU-K 45pmole©&^777'fV-, 5¥tt©Taqtf 
~t£ft£fro «WEJ£W\ 301M*Mtv\ ^-Y^Mi, 94°C1^, 52°C 1 

5S7T§fci6fc:, 72°CT$5)^15^W^a^-^3 >Lfc Q 

MCP * >v < * 7 5 / 3- « cDNA mmfSts?? X 
5 K (Lublin £, 1988, J.Exp.Med. 168:181-94, *mS*K.&%£ bTjlffl) 

PCR MCP-N1 7°7^-, 5'-- GGA ATT CGC ATG GAG CCT CCC GGC -3' 

(KWf l)ft, JII£fa77^V-£LT$fflU *<0-^ MCP-STB 7?^V 

5'- CTA TGA GGC ACT GGA CGC TGG AGA TTT - 3' (IBWf 2)ft, 
y^jV-bLTm^tCo MCP-Nl y7^V-©5'«fctt, fsftin^nrcEcoRI 

feitf mcp-stb f^^^-co^^m^ zywvm&fiM&v 

C©PCREJ£fc«J:D£&brcMCP cDNAK?ra6MCPl 77^VM4s J**!' 
F#4?41 ~943£ SfctfSOiUL Lublin ±?i)o MCPl MCP 

7°^F(sp), ^a-hny-fey^utr-F scr 1-4, aBtfkHzuyfeitfb 

MCP-pG3N^X5KOlK6fctt, MCPl 79?^bft, EcoRI »J:tfSalI fffl 
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I^WMlfe pG3N 75X5 F^fciWu-^ffcLfto Sail £ffiV>fcM 

cpi 77^y^o» mm 3 -007 5 y F*r &st 3~fk?ij 

fclSa^T, ^©ST a-KKWor^TfcttWrbfe. 

MCP-DAF pG3N7°57.5 F©«S©fci6^ DAF ^y;^fOiWb7^ V[C 
*f)ST£7 ^ /ftSB^ 3- Ft" S cDNA -fe^y hT£3DAF 275W7h 
^^•g-^t* Sfc&KPCR ^fflV^Co DAP '£:x/^K&Cftffrt3757®EyiJ£3 
-Kf'* cDNA &^t?75X5F(O.Medof ±£B)*s OTfcl3f4©PCR S 
OTfefflLfCo 75 -f"^-, DAF-N5, 5'- CCT CTA GAG TCG ACT GAC TGT GGC C 
TT CCC CCA GAT GTA -3* (B«^3)*5<fctf DAF-C5, 5'~ TCT AGA GCA TGC G 
AA TTC TCA ACG GGT AGT ACC TGA AGT GGT TCC -3" (@EW§4)£\ 
, JW*lft»«fct;j!to?lRl7 , 9'l'V-i:bTfflV , >feo DAF-N5 75^-© 5'3«£ 

ttinsftfe sail «R»tttf«b;fco .*^**fflK©fl f ita f^daf- 

C5 7^^v-cO $ 3&&KWJQLTco ffJtar^ 20<£>fiiiJ»fiu EcoR 
I »J:tfSphI ^^fc^AbfCo lot, DAF 277^y>^ 5'5f*)SalI 
^ilfS'^SSTEcoRI-Sphl^K^DfflSnT^So DAF 2 75^ > Hi, 2* 
F#^156~1124 »£Sfc^«1fiW*aSb(M.E.lledof ±M>\ £©fi 
SCR 1-4 fc«fctfST W^TOl8«ffiAJ *y/**K0»ISttH*>f J/fcfcf 
j£ 1" § 7 5 / M?iJ£ a- Ft §o 

MCP-DAF pG3N 7 DAF 2 77^ V h4oJ;tfMCP-pG3N 75 

X5F2\ MDNA fcSall *5<kO*SphI $JP^|^»fLftt, aSSfSCfctcJ: 
Dtfofeo Sail ffiim. MCP DAF DNA V b £<D®(D7U-I*ifi&-?tl 

(in-frame)|££8W&"e*?>, ffi^t, MCP fr?>DAF 

IRW^fctfco Sail 8«a^ ACTA^ACC'\©5i^U'^K<D^3^tt^#SE 

MCP-DAF cDNA t^^btt, EcoRlMPI^*^ffiV^cMfe«J;D''7 e ;VW^fc £ t 
MCP-DAF pG3N *»6@lRbfta ^V>T\ COcDNA 79^Vh*s H^V- 



(25) tS¥9-5 0 2 9 8 5 

*-tLT^;l/^5yS/y-fe^— fflte^JSfrtrpEEMOl.I.Cockett 6* 1990, 
Bio/Technology 8 : 662-667. LTflUB), feAtfiBR^-* 

-^^-fcLT^H Kn£ffiU#*#--l?3E^£"&t? p91203(BW*-(G 
.G.Wong 5, 1985, Science 228:810-815, *W*HiFli:#*fcbTiBffl)OEc6RI 

gPfe^fc^n-y-ftbfCo MCP-DAF P91203(B)588SW**-«\ MCP-DAF^y/^ 
^SBBKOfcfcfc, TrV^-Y^Xig^yot-^-^iJfflL, ^tTCOS- 

7K43W-5HittSBBi3J:tf CHO £»^»*^WSBSUcaraJ"e»So MCP-DAF p 
EE14 3^?*-*©MCP-DAF #y^*K©f»i> «M h^tfa^/VX:/ 

y<D#£TT\ MCMMF0S8B*ifflfiM**» CHO »IB!«|c©»fiOfeAfc 

jawea&aoj.i.cockett 6, ±ao 0 

MCP-DAF gS*J£\ ^LT£;V^>;1^ 

OAF EW*WSWrt&*V/<*K%fBfiL#So cl©U!^^^«©MCP gp 

SBRfcRU 34. 75y»OS/^;W^K^«»r«tifea©*Wr-f ■ 
7&«MCP *y^*K©75/»« 1-254 fcSfeffSo ^tltts 40©S 

at(i-4)««*j«fctfsi wwoJWaoa-Qors/TOTOo daf st ft 
«^T*^t>S«^-ri'^ daf ^y/^H©«^hV-f y**tt(40© 

SCR *5 £0* 1 OOST1R« ; 7 5 /KW 1 ~324)„ MCP-DAF £ >7<* Jl 

«\ ^70KDa cDK^a^Wf§57875/MT^^o 1/6* U ^ftfcfcSfc 
4"3©N l§£§5! 7)1 3 S/;Wt»ffi (MCP l*i 3 «t tfDAF fitlOX *5 «fc tf tt 

&<ooi&mm <o st «w>^U3^;Wka«ft*^ro©^ 

«<t0iff^ o MCP-DAF M^^ia?)3"F?tl«^^^V/^l 
^CAB-2ilP?^o 

C. MCP-MCPfe^tfMCP-l^MCPM^^" $-<Dmmo 
MCP-MCP 43^1? MCP-1/2MCP f&*ZZ~<OWm>> WTOE*©!/^ 0*HH 

MCP-MCPf83i^»»- 



MCP2 77^yf^ jl^fRj^-rv-iiLT, MCP-N4 5* - T 
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CG ACC TGC AGG TGT GAG GAG CCA CCA ACA TTT -3' (8BW§5\ $s£XSWi 
^^^^ hVTs MCP _ UC1 7"^^v-, 5'-- GCG AAT TCC TCA CAA ACT GTC 
AAG TAT TCC TTC CTC -3' (@2W§6)£ffi^S PCR Wa^lLfe MC 
P-N4 79-r*-<D ff^fcttftinSnfcPstl «tf#£U ^UTMCP-UCl^ 

5^-0 5* *rfcK#ip^nft ecori macm<n±^Yyimx 

Stlfco fot, MCP2 75WVKB» PstI SMftft.ktf 3'McDEc 

ori 8Mi^«J:»?'»He.nao mcp2«, 

mcp ^y^^*o««mK^-f yic^iS-rsTs/wewcrs/iMW 

l~293)%3-F-raia«(5«^^^K#^ 146~1024)»£-r5o MCP-MCP 
pG3N 7°7^V<Dnm%%.Tt%rcibfr. MCP-pG3N /7X5K% HindHIT^ 
KU ^W^7^^yh-C«?t»(end-fill)U PstI T?$HfcU ^bT 

Psti n?jRs»*"e«»f«nftBCP2 75^>vfcaasbfe. iffc^«^ 
^nrc mcp-mcp cdna 77^vh*v ecori jmfcfc«fcDiaiKU y;v»su 

*LT^V>TfSeR^^^-©EcoRI WH^T^a-yfcU MCP-MCP 
35477 5 /US© MCP-MCP »#*y/<*«*«3rf §o MCP-MCP 

?>*#</\> 2o©mcp 75^>b©ft^»KWlin«n^ 20© 
ifLv^75/^^Xr^>'«5J:^7;l/^y^#&tfeo 

MCP-l/2MCP%gK»»- 

mcp-i/2mcp m^tt-mm*. mimmf^^-s mcp-ns, s'-t 

CG ACC TGC AGG AAG GTT TTG TGT ACA CCA CCT -3' (8E«#7)£, 1/2MCPDNA 

■b^ y b o^jj&cfflvyfcc mcp-mcp SER^* *-©**fcWJ*T* 

£^fc 0 1/2MCP "yV?*y His ^l^f-K#¥ 518-1024 £ 
LT MCP *y/**«© SCR3, SCR4 &<fctfSTlP§i<(7 5 /g£« 124-293)^^1 
^'T57 5/aSSE0?!J*3-K'rSo MCP-1/2MCP SB1^5f-tt, 3857 5 
©MCP-1/2MCP $y>^WtWM'&o MCP-1/2MCP #y/^mt. 
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DAF DNA 77^^hT?*SMFl DAF-MCP f££g^£-©iinX 

fflV^nfe DAF-pII SK ^X5K©«WE©«:*OPCR 8ffffc*!>£jSl/feo W 
T©77>fT-*J8^fc : JffiDafaT^-fV- DAF-N2, 5'- CGG AAT TCC ATG 
ACC GTC GCG CGG CCG AGC GTG — 3' QE5>J#^8\ :}3<£OT7a[S]7'7'l'*?-, D 
AF-C2R, 5' - ACC TGC AGG TTT TCC TCT GCA TTC AGG TGG T - 3' (SB»^9 
)o UmML EcoRI fcitfPstl * x DAF-N2 «t I5DAF-C2R ^^T-OS'** 
}C^n^n»ALfc Q DAF Hi ^ DAF5te?07^lx*^K##52~911^*, * 

ltst «*©ma7?®Ri*nfe««PAP sow vkw&t 

DAF-MCP pll SK 7^X^K£s Pstlfc itfSmalMDAF-pII SK 
PstITW^tLfcMCP3 77^>hi:©il^^^0^bfc o MCP3 79^V 
htt, 5'5fc4BT PstI ^WTSieWlft^^^ MCP-4.2, 5'-- TCG ACC TGC 
AGA GGA GCC ACC AAC ATT TGA AGC T -3* (BB»*§ 10), *S«fctf* ftfcE*© 
jS^tSl^^v-, MCP-UC1 fcffi^fcPCR&dJttT'Sofco DAF-MCP cDNA 7?^ . 
*yh£, EcoRI ^^M, DAF-MCP pi I SK7~7X5 Ffr&EUKU ^> 
SKSiU ^LT^TpEEH fcitf P91023(B)(Wong 5, ±SdD$8H'<*£--0E 
coRI mL*W79v-V<kl'fco 

DAF-MCP ^JH^-&, 546 75/$«©DAF-MCP 
^W-»gBLT, DAF tMCP fcOH©S^fflfc»X«nft2'OO^Htt 

Ngr&MAF |*|£10fe«fctfMCP ^^3O)*5*^TO0^M(MCP ©ST ?I 

e. «ig-gfeJ:i»7yx7x^^ay 0 



cos-7«© h7^7i^i^3>^ auesffswr § 7n h n -/wcfl^ 

N lipofectinCGIBCO, Gaithersburg. MD)#J8^T^fiSLfco ^5tn^ 
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yX7i^^3y©l0, COS-7 fiBfctSl 70~80%<D»jg(confluenc 

y)^^5cfc9^»»ST% irLl^-i'^e/a(60mm)4ifc$ITO«L/c: o 
yX7x^'>ay©ltia^ COS-7 Mif<Dopti-MEM M(GIBCO)^ffl 

V^T2lH]»bfc 0 5-10 p gO»S^^-*J;lf 20 ng(D lipofectinfc 
3ml ^opti-MEM »BH/fcC0S-7 *WfcSifinbfc. h7>X7x 

^> 3 y*, co 2 jy*^-$-$i, 2rcx*6mmft?rco ^xhyy^y 

i^i/3«KU ^LT lOK^S&JJMIx 50 Mg/"1 XhU7°bW 
5/yfc*tf50 U/ml ^-S/U>«^U/fc*iiP4opti-10M , 7«*#A?fc. SW^T? 
, h^y7;7x^h-SnfcC0S-7 liia«, frtSLt<l£&<^ 37 0 CT*2£fc:3B 

CHO-KKATCC No.CCL61)£\ MCP-DAF S MCP-MCP, MCP-1/2MCP feAtfDAF-MCP * 

'^ts^aifla^fititfsfci&Kffl^feo ssKrtntfs cho-ki hub*, m 

GMEM-S iMKGlasgow MEN, L-^/V* 5 yfc =fctf h V 7°h-X*X7x- h 
X&U 10%cDjtW7^»»s «*I75/$> lmMH^y^hU^A 
s 60 fig/ml L-W5^ 60 /Ltg/ml L-7X/^^>, 7 /xg/ml 0&5t* 
VtfS'H, 50 pg/ml X hP7>V-T^y43 £ fct;50 #{u/ml ^-^Jy^tt) 
TWLfcCt£|5$^T, ±!3©«fc-5C lipofectin £ffl^T#»^*-£ 

^vx^-^y^vt^y^ymmmM^rc gmem-s *s*6.f*p« 

««Lfc 0 &l^T\ *58WO^yA^Jl4 1 ^5»«PR , r« CH0-K1 ?D-y£ 
„ 2®C[)^'y>'FO|5S^#fR^a--> / ^C t fc?3milLfco CH0-K1 f5yX7 
£ y h W&©M^§H* SPo, CAB-2* yT^l 

MM 2 : CAB-2(D*MM^fcfe€>v^ » Pfr U ZM1 



v^^o^t'J CAB-2 *yA9 Wtffflft & CH0-K1 h =7 
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h7>X7x^h?nfe (m-Kl-3WI!a©««*J:tflWMWRK:J:*^n--y 
n'I'S'X fej:tf?{^*-yx;l/*^5y*»finbfc Dulbecco ©3$^ Eagle 

7««* v Beiico KEi^y^-r^y^y, msxmi* 

-K fe«fctfft*B*«Afc 12 'J vb;VO Nalgene g»*fflV»THBLfc q c 
ultisphere-GV^n^y7£.2.5g/l TffflV\ ^LT, ffifflWt, PBS 7? 3 
SISiOiMO IMDM -pl[HWLfc 0 20 ©T150 77^3*^<0«s V 

^MWb±»^7k(PBs>T?^b, h >; 7°^y$ant J: d 7°w h^&iai 

^LT12 Uyh/l/08»lC« 10X10 '«/ml T«tLfco ^fflbfciB 
flfitt lOflfftfS'JfitiS (bovine calf seru«)fe«ttf^-^y XX hW>vX>y 

*+y7*tt»*^ 10 U7b;V^±M^0tBU ^LTIO UvWVO«f» 

a c t »= <fc o , 2-3 0«tc«aws«fi*^«& bfco ihmm 

TO^Sm*©^*»^SZltKJ:0 ; e-?-tfc^ C©75?£^ 0.1M 
V»fco pB, pC0 2 , *5J:tf pO*^ Corning trMTO jfil|fctf*7^^lF-"e ; & 

~$-hrto mmm, 5%co 2 , aotf ^xx^-^t- 

tmm&*w®»mc.misittisQm 15-20 im 3~ioxio 6 «/na 
(D'mmmm-e), £&7x-x*ni$&L;fc„ ctm, statist &*y;<*s 

<9£,1?^ £ T ni'M »t h U <?A 

43<fctf^^'J y-x h l/rh^fv^wft. wio-HSmov^Ttt 
, 10 'Jyb/l/OWBStt^ SB, ISI^Ufc± 
fit ««*»»7T 5 S T 4 °C T?Bf»E 



f^ft^B««»&Ott**H4k:^-ro «^W> 15 0MT?, 8x1 



(Hlfl'a/ml fr£8xi0 6 »3/nil Kittta** -C fc^I^fcH Snfc 0 4l7i-X 
oMfflfc, %WmWmt. 12 BmtebTc>)-MKi&TLfc 0 H4«l;«u 
#[a]Mt^^§CAB~2^y^^Wa^-ro IWfkigifi (conditioned medium) 

Pelicon yXrMMillipore, Bedford, MA)fcfflV\ BBfi#t«t 0*l^n 
fejl^iilloT, 0.45 ^Y^^-b'JT^^tffiL^ &^T\ 

10,000 h*7M£<i*.fcPelicon PM^M^XxA^ffl^ 
T20-30 flffcWtbft. »MIS«-70°CT-€JlT§t^l&ict^o 
3 : igg±?ff 5 CDCAB-2(D7 7 ~f- *nii 
CAB-2 $yAtm<D'hz>r~->vmW*s *a MCP */*'n— 
GB24)£fflV^ 'A777 -< -fj ^P^F<?77 D3i$Lfc 0 fftft* 

s Carbo-linkSepharose (Pierce, W§ 20392G)£ffi^Tj^7K«»fc 

ADH^fbLfco CAB-2Ht£ffl&*# CH0 «»?>(D±5f^*s GB24-fe7 7 
p-Xfflg© 35ml :&7A%3§jfiS-&fc«, T^A^PBS ^ffl^T»U f^T 
©INg£-*y/^g£|t£Lfc 0 CAB-2&, 0.1M ^';5/y P H2.5 ^ffiWT^^A 
^SlfflL/:, ®5->^«46v ^bT]t^ri/10^S©l MTris M$pH8.5 T? 

$ywm:, 10%^U7^V;V75 F SDS Jf?V±(M 5#i)T'imiLft 0 
^nokDa ©m-o^y/^Ka«fcHbfco emtis ^«££ns7^/is 

mm iJJgj£i^±ij 7%ILhftlfr £ CDCAB-2CQ 7 pv h ?'7 -f -IBS 

M?ffM±i1f^ CAB-2 ^MWSfc46^7Xg©#m«iLU ^LTl 
OOmg »-X^-;V7>v7°brco ff§£&fk ^T'lslTOJPL &*J:tfxyFh 
l^yy»i'^*mmicmt(&Zuvh'fyy*-xtmo) CAB-2 £ y/^ 

w&iMsifcfcv"^ m$kum(DM&\s^M^ o.o45 xyFh^-yymfiE 

(EU)/mg CAB-2 Oxy F F^yy l^;l/£^r LTf<] 93%l?feD, ^LT^ttOCA 
B-2 24%T^^/Co C<D*®^>Ih]«&> 



(31) WW9-50 29 8 5 

CAB-20SHfeKjEHbTffi^-3fco CAB-2©HI«^ iMk 35~50%T?&So 
XI 1 : Mi 

fflmiti&fo*s Q-fe7 7n-X¥W{ffi?t(25mM kf^5^pH5.0)"P 1 : 1 
mRU ^LTpH * 5.0 KlWbfto i^V^Mi^M^tl, ^UT^7"^ 
-»£ffl^ft»^«#J(Celite 621, Aldrich)£jlLTzI>IILfco 

Q-fe77P-X FF M(Pharaacia)^ 1.1 U v H;k&5A(9. 0X17. 3cm) 4: 
LTjBRbfco WKfrfc 0-5N NaOH «fflV^T*9WWt*S0Bft*Cdepyrogenate 
d)*bT25nM iWS^pK.O WIBftbfco Illfr^iliLft^M 
, 10mg^y^St(TP)/ml «B!-e*5A±tP-KLfco A7AffiW 
(25mM tf^^ypH5.0)«J#U bfe. &^T\ 27^A£. 200m 

m Naci mmmvm®u *nc«fc^T2^o^-^*nsau as 1 

Ii3 :l^#177^-f-f-»PV^77^ -, 

^ly-b-fe77d-X FF(Pharmacia)^ 50ml <D^V K^S(2.2xl3cm)fc^5 
«Lfc a 8NIBfr& 0.5N NaOH ^fflV>T»S^OPIf , ^LT dIt0T« 
Lfto COttB* 100ml © 0.3M ZnCl.-PiKfeU dH*0 T*»U ^LT 0.2M 
NaCl £#£?25mM MES pH6.0 T'¥«t^o Q-fe7 7 a~X7°-;KCAB-2*y^ 
^K«^A,WfcQ-fe7rP-X*7A)tP6»ta*nft«IO*, 25mM MESpH6.0 
KU ^LT20mgTP/ml «JHT. *l/-h*9A±fc 150cra/f$©MT?D- K 



290ral(4.4X19.icm)TosoHaas Phenyl 650M HIC jiyhfth 0.5N NaOH 
T^tlH^DPtS, L/T 3 M NaCl £^t?25mM ©U >ltttpH7.0-e¥«<b 
bfco Xg3^6©JBBD«ty^-;V*s 25mM U y^SpHT.0^3J;O*3 R NaCl 
SHU ^UT3.5mg TP/ml WCJ&^AfcP-FLfco 
CAB-2^ S 1 M NaCl £3t?25nli U yg|igpH7.0 T^fiJLfto 



(32) Wff 9-5 0298 

TosoHaas Butyl 650M HIC JSBifctfCF 110ml *9JU(3.2X13.7oO)^^ 0.5N 
NaOH *fflV>TSaiMWt*aiOI»*s ^ LT3 M NaCl 25 mM U ^SffipH 

7.0 t'f#|tLfc„ l84**60»ta^'-;l/*3 M NaCl *i<fcr/pH7.0 KflHEL 

aCl £^£?25mM U >fEitpH7.0 "??»ttlbfco 

X%6 : ff^77^;I/blx~$/ay(diafiltration)te.fctf^ 

Xi|l5fr?>£>?giti7°— lOkDa (O MWCO cod^fr Filtron frSOMini- 
ultrasette tangential flow system »T5~6§iiLfco #fcv?4~5 



£ 3 - OU5-2 *f ^ Una 062194 



(. #| ft. ^-aM" o asro *»$ cns-2 -c iVj t-fe > 





. 

mg CAB-2/mg TP 
<3Cl00j 


./f.evh ■* 


EU per fflg CAB-2 




1 






1-H^?« 


1 


110.1 


72.34 




22 


56.7 


73.95 


3-IMAC 


16 


43.2 


109J 71 


V t =.)U BIC 


42 


40.7 


27.60 


S-.~r$i\, HIC 


49 


38.9 


7.61 1 




Sft 


m 


4.10 


7- E^vvf-J^ 


93 " 


23.7* 


■' 0.05 



IS7 : x y F F * *s v l&Sfe £ t>'li«if 

4>*#*tf(*3#JRD* iflft^ Pierce xy F ^v , y77-f-T'f t -SSH^ 



(33) ^g¥9-5 0 2 9 8 

7***^3-1/- hfcffl^T 5 ml#9A(lX6 aOfrfexyPb^^**]* 5 
U ^V^xyKh4r^y^#S%V^PBS T^fMbtfCo CAB~2 * % SMPBS 
t?*9A*3Ha**fc. Sftfc* CAB-2 Amicon Centriprep 10(ft£70%7;V 

, 0.045EU/mgCAB-2T?fc ofc 0 
H« 5 : EL I SAK £ & CAB-20^ffl 
EL ISA ^>-^^377^^-^^>(MCP)*5i:tfjj)f«ii 

TOtt MCP(sMCP)^ffl^§^-9-^0^«^J;f)Mt?Co IgG ®£{fc7*P 
D-7-;VKMCP IgG<D7'J3-K50 /x 1)*, 2/igM T\ 96 7xMLISA 7° 
PBS *©UBSA, 0.1'%Tween T*7ny*Lfd& »«sMCP Sfc«CAB-2*>v<* ' 
^-hLfco V<7X#H)AF ^e/^P-7-;Vm#(BRIC216, Harlan Bioproducts 

##p^#*§ mca914)^, i (igMi "cmahzisT weimr^y*^- 

hLtco HRPO IgG 3imW*. 1 :i00O«T«nL, 

T 37°C^ lPfl^^y^i^-hLfco HHSSCTMB, Pierce Chemical Co., Ro 

ckford, IU ££pW§ 34021) * LTEfS* 2M Ha SO, Tyfflhbfc 

CAB-2 ^y^^R^Zfit^yMy^mSAt^OttffiStlftCfcJfewU £ 

©^y^SCjMiCP fc«ktfDAF ©TOOK*-* y*&tz k*wTo ^©-7^ 

HfMMCP tt, #i#© C <fc O^ttS^tl^ofco 

MM 6 : CAB-2**? » >;^gJ7 7 h Pgtt^^I 

I H?P7 7*£HS14M©fci&©7y-te^£\ Seya60.Exp.lled. ,1986, 
163 : 837, l>Taffl*n»)KlBK*n*±aK*»tfta 1 ■ 

g/ml©l|«§gtiK3#y^K(Quidek San Diego, CA, # ^ P ^fA401) £\ 



(34) #S¥9~5 0 2 9 8 5 

Srtjfbfco t#£ft&£y^«ac3)*, ijyMfbii^WiiifeitfL 

fc 0 iC3(8 /i l)©7'J3-b* % 66/ig/ml»SlS^(QuideU San Diego, CA 
, *^n^#f A411)©2 ji l*£tflHWll(l : 6« PBS, 0.5% NP-40)f© 

m-sm*. 37°cTMB#^y+aL^-hu ^b-oos*, mmmvsds mm 

MdOOraM Tris pH6.8, 20raM mhWH)K 20%X^n-X, 2%SDS, 0 

& b, * HP©f lite i D 10%*° V 7 * u ;V7 = k y*;v±T*«»fi b It 

(Laemmli, U. ,1970. Nature 227:680) o ^>*, 0.05%^ Vi/-7VV-T?^fet 

, BUfeb^bTiaftLfeo iC3 ©ai§«©m^*, »»f^y-a 

RSOmniMedia scanner)fc£ D£ftfcbfc 0 H8fcw^feft*t** CAB-2 

' cab-2 $ywn<ommm&mimmi : <o&5KWb\sfro igM, 

Cl £<£tfC4 ^fflV^T»bferUgg©k^^RBC(EAC14, Diaraedix *^a^W 
789-053)^, lIMtfe^C4bcD#fc^tLTfflV^rco RBC *, S8«?£(2.5mlKn 
^— ;K 75mM NaCK 0.15 mU CaCh, ImM MgCL, 0.1%-trW>\ 2.5%x*Xb 
n-X)^2.5XlO , /ml £T«b, ^bT 30tt5^/W^a^M 
f Co IWIUWm*^ 33U/nl £T«bfd»iJC2(QuideK San Diego, CA, 
ttWf A403)&»B£8frlU ^bT30°CT 5 4^-Yy^n^-hbfc o RBC 
*, lOmM EDTA StS^ (2.5mM ^af— ;K 75raM NaCK 0.1%-tfWX lOnMEDTA 
) * T» b, ^ b T |wl blfM 1 * 1 £ fS« b fc 0 iSfERBC C7'J3- K(50> 1 
)*, nfigffl)AF £fr&CAB-2 £ y;^g0Vvf ftfr©g/?©^*&tr(50/t 1 
*)^o.-7^^bfc 0 30°CT* 15 #MSMS*i\ 40 raM EDTA 

Wrl(2.5mM ^Q-^ — ;K 75 mM NaCK O.HHf^X 40mM EDTA) $ ©0.5ml 

fc 0 37°C^ SMO^IBO'fy+a^a^ *fflflS*3&C#II U ^bT± 



(35) t#S^9-5 0 2 9 8 5 

»<o od« ^Ktfco ffiMffiwmm(mmm$mfrz>mm\s, ^Lxmm 

M'BL'z y h a— ;l/(DAF £fc«CAB-2 0&^im)fcJfc«l/fcZ4t© 
W^fciOaiJfebfco H 9 (CiKSftfcaSSttN CAB-2 %y?Wmt, sDAF<D$« 

IgM JBfPty^ RBC *JB^*i*lfo7y*-fK:*9iWJ£bfc. 100 p 17 
Ua-htfomjRO IgM-^t^^ RBCCDiamedix, **a^#%789-O0O*s 
■tf 5 -t-;VW^(GVB +2 ) (S ipas * # D ?##G-6514) * Qftft 

Offia sMCP, fliiH sDAF gfctt CAB-2 *y/<*H©l,vfnfr©50/i 1 JdSillL 
fco GVB* 2 *1 :50 MUfclih«(50/i Wtt0#9S»i:LTir&ICS 
imbfto ffilB«« 37TO0^Wy*^-hU «&4HiU *l/Tlil*, 
T;l^x;l/7°b-H^Lft= ±f»<D OD* £(SJ5£U ^LTM<DPl#t& 
^y^RKO^TilBSLifeo SI 10 fcjjR«nfc«rftttN sMCP fcitfsDAF 

gfcsffift-e&stfc^ft^ zooonM ioonM ©icso \ £&*sk 
mmtmwiYMmMmmmmKmmLmct^t* smcp *5j;tfsDA 

ua*oft(200riil <o IC» )o *fM£, 377**-**tfflWffi3S?Stt£*r 
t"^ CAB-2 14, sMCP «(230 &) % sDAF M(3^X Sfetti5H?*fi*'&t> 

U yS>*IC*a&, ^LT PBS T*2ls|»Lfco RBC 7y-fe^*«*(8 mM 
EGTA&<ktfl.5mM ©f#P«^Ch*#tJGVB* )4>JC 2 XloVml "WISMLfc. M 
JfiClOO n l)* v r»yfe-<WWK^ a*0*ST?s 50 p sMCP, 
sDAF Sfctt CAB-2 fcffl'&Lfeo hJfQ.it (50 /i 1 



(36) #*¥9-5 0 2 9 8 5 

LTc 0 ±m%, -W?u$<<?*-7ls-YK&L, ZLTZtlZO 0D«« fcSIS 
bfto 011 K^To sMCP OJB^«K/WEtt»Jfii*ll»'r*tefttt, * 

»«7>y-fe-<*0^©IS't4,t i 5^V^(^n ; fn, 350nM 7000nM ©I 

&».)£fcff»*3ttfe. LfrU C07'yb^lC*»t5 CAB-2 #y^ft©PI 
mmmt, sMCP &<fctfsDAF OHMRSttClfc. 100nM)<fcD*Srv\, 

C5a£$©Plg 

(M-2©ffittMffite«£fc, C5a ©«#H£lir&C5 fc&HSfc©lflg£#g 
«fc7'y*^T*£fcfc«fcDtMfcS*ufc. GVB* 2 4n? 1 : 8?&f?£ftfcfc MM* 
«M#:©«ISW£: Ul^ft. IfSsMCP Sfc8 CAB-2 *y;**tffc, H4© 
«STfiftiHI<t»K:aainbft. SIM81&H\ iii^tfO^ igG * 100 ^g/mi 

i?«8n-r sct^Ditebfeo 37°c t* i mm^ y* ^-t/B y lma. srs 

10mM EDTA ©tStPJCfc t)ff itl/fco &S*©C5a ©$itiJJ£s rfffI©C5desarg 
*v hCAmershanu #*a? x #^ BPA520)*^S«^9^*-f ^/Tvfe^f 
<fc?)fTofco 'lf-< i e^>UHfC5a^iaiCOV>T©*S**H12 fc^-T 0 CAB-2 14, 

mrimitm&tztta smcp #iB#rs±D»fcK:jfi#rs(wftt 

ICa 300nWBj;lf5000 nM) 0 
»ffU 7 : CAB-2©lill)l)%i^ 

WCAB-2 ^^^lOH«if«»§7^«L, ^bT sMCP © 
ZtltttMLfco {#B250~300g ©fflf©Sprague-Dawley 7 7^^ 40g/Kg MM 

(D^y h/w tr # -;w- h u 9 a©hki*! c i . p . * o Mm hfco mwt. 
jmmm®&i$*mmmmm^xt}T-T)v*w\,Tz<> smtmmv smcp 

£fcW:CAB-2 (Dl/^fW^, I mg/kg ftM<D$SMX\ WMfi J r~7 L W%MgiLX 
gEAtfto aXt^s ^©PSIRIfcCM, 5, 12, 30 ^ 43«fctfK 2, 3s 4 
BJIWX «©7Un-h(0.2~0.3ral)^s TA/ftb, 

*> £®L^Ilf LT«£r$ 0 ffl iTl^tfto * ys^M<DM& U^fr 



(37) #g¥9-5 0 2 9 8 5 

HRPO*S£ffiMCP ^*D-^l/ffi#(GB24)£J8^T, EL ISA K£*)W&L1to W 

®smcp ^/ttt cab-2 ztm^mmm, wfflR*o&*vwn®m% 
sarrstefetffl^ft. ism^s 13 t^To cab-2 ©*y77x*s$£H\ sm 

CP (Cjt'<T«K:a^oft(*n ; etl560»*«ktf80»OTl/2j5)„ 
iHTOiai^S^n, CAB-2( 6 sMCP(16%U!?'>&fr-ofc 0 ifiE 

{9t*©CAB-2 ©^Ms^©*^^ 

> e#fc:fett&CAB-2* ^ I «CAB- 

2*ffi^*cfcfcJ:D«i£*ftfc. ™ i-cAB-2©i.v.aA^ a^owiauc^ 

>y h^BHSlJtory n-h*ff?t. 10%#U7^U;V75 K SDS y 

>±T'lMMjU *LT*-h^^^97*ffofto CAB-2 

mm.M8 : ^•#7;i/Htx^^fcfett^cAB- 2(Q^ye^(7)^)^ 

if©^/V^y K300~350g)£, 40mg/kg ©-^ > U 2A©i 

.p.aX»CJ:?)«»bfeo i*^ 1 fid ©" iWmSh tt&lC 20mg/kg© 

■mmmmmt. cab-2 <t^n^#M^ cab-2 ^©m^©*^© 1 
25 " 1 -BSAOi=HKis ; 7S{iB^ •) nmttimrz 1 !•<-. ,k ma**., 

vhOi*^ 7;WX«»©§BttZ4 Btr^HU, 200U/kg ©rn^itH^CCVF)© 

i.p.aAfc^DMBUbfto now. i&%0ffi«££&fceu ^itl 

*n*«J:5K:, CAB-2 ©aA«, ^S«c»«^T«^7;^XMJt^Pl«U 
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■ g r J" 1 " ■■' 




a 


D-Ala, 01 v. Alb, 0-Ala, Acp, L-cys, D-cys 




R 


D-Arg, Lye* D-lya, ■fc'L -Arg, D- ^rE -Arg, 
Met, lie, D-Met, !>-Ilo r Om, D-Orn | 






D-ABn, Mp, D-A8p, Gill, D-GlU, Gin, D— Gin | 




D 


D-Aep, D-Aan, Ann, Glu, D-Gln, Gin, D-Gln 




C 


D-Cye, S-Me-CyB, Met, D-Met, Thr, n-Thr 




Q 


D-Gln, Ann, D-Asn, Glu, D-Glu, Asp, D-Abp 




E 


D-G3.U, D-ABp, Acp, Asn, D-AbU, Gin, D-Gln 




G 


Ala, D-Ala, pro, D-Pro, Aib, p-Ala, Acp_ 




I 


D-Ile, Val, D-Val, AdaA, AdaG, Leu, D-Leu, 
Met, D-Met 




L 


D-Lau. Val, D-Val, AdaA, AdaG, Leu, D-Leu, 
Hot, D-Met | 




K 


D-LyB, Arg, D-Arg, -Arg, D-t^ -Arg, 
Met, D-Met, lie, D-Ile, Om, D-Orn 




M 


D-Met, S-Me-Cy», XlB, D-Ilo, Leu , D-Leu, | 
Val, D-val -J 




' F 


D-Phe, Tyr, D-Thr, L-Dopa, Hie, D-Hio, 
Irp, t-Ttp, YiVZ -3,4, or B-T^J^^^V ., 
AdaA, AdaG, V*-3,4, or S-'-y^i^a ') y , 
Bpa, D-Bpa 




P 


D-Pro, -ftf/Vy'V .-4-, */Ctffy . 
.5S£ . (Kauer, 0.S. Patent (4.S1X.390) 




'•' s '" 


D-Ser/ Tbr", D-Tnr, "J* 17 -Ihr, Met, D-Met, 
Mefc<o), D-Met<0), L-cy«, D-Cvb 




T 


D-Thr, Sex, D-Ser, 7v -Xhr, Met, D-Met, 
Het(O), D-Ket(O), Val, D-Val 




X 


D-Tyr, Phe, D-Phe, L-Dopa, His, D-HiB 


A" IV 


V 


D-Val, Leu, D-Leu, He, D-Ile, Met, D-Met, 
AdaA, AdaG 



(40) 
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mm 

(i)fflJffiA: fa-V-a> 3 Px4. h^yX i/-. 

(ii)IBW©«« : W44Hfeft*^a v 5* 

cuot&m. : 10 

CB) #tt : 77>?^ Xh'J-h 225 

(C) rU : *"X b > 

(D) ffi : 7tfa-ty7 

(E) H : 7^ 'J*#*B 
WSSffiS^ : 02110-2804 

(A) JK#S : 3. 5* 7Dyb'-f^X^, 1. 44Kb 

(B) n V fcf a.~.9~ : IBM ?C/2Ei5UB50Z*fc{;i55SX 

(C) OS : MS-DOS OK-v? 3 V #5.0) 

(D) V7h7i7:7-F^-7i^F (/*-i> B > #5.1) 

(B)fJB§iB : 1994#9E22B 

CC) £« : 

(viDW?-^ : 

CA)WH#^: 08/126.596 
QOfflBB : 1993^9^248 

(viii)rtaA/*a0f1f# : 

(B) &«SHi> : 30, 162 

(C) BS£/!S»S§- : 06180/005001 



(ix)H§SlsM'lifR : 

(A) W£ : (617) 542-5070 

(B) fV7T?n : (617) 542-8906 



(41) 

(C)irl/-y?X : 200154 



Sg?9-50 29 8 5 



CA)SS : 24 
(B)S : «• 

GGRATTCG Cft TGGaGCCTCC CGGC 

(i)tani©wa : 

(B) S : ^ 

(C) «®» : -#« 

(xi)E?l:Wf2 : 



(2)881*9 8 ©*«: 

<i)Efll©#& : 
CA)ft3 : 39 
(B)S : 

(xDsayy = s?o#^3 : 

CCTCTRGRGT CGACTG&CTG .gOOO CTOCCC CCAGATGT& 



(42) 



$S¥9-5029 8 5 



(tOm : 45 

cb)s§ : m 

. TcraGRGCAT oog:mittcto AACosagflCT AcergaRgrQ OT TCC 45 

(2>BflBH*5©ilWl: 

(A)£3 : 33 

cam • mm 

CO«i<oSk : -*«4 
(xi)IEW : KJW*6 : 

gCGRCCTGCR GGTGgGRGGR GCCRCCARCA l^rg 33 . 



(A)** : 36 

(C) «©tfe : -#« 

(D) Mn^-:SItt 

(xi)E?U : B£^J*^6 : 

GCGflftyyccr gftCAJUycysT g^OTM-pce TTCPTP 36 



(A)fi£ ;33 • - - 

mm : 

(D)l»#ni>-:iHM* 
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yggAgCTSCft P<?aftg9TTTT ffWTftPACCA PCT ' 33 



(A) ft* : 33 

(B) ffl : MM 
COMtCDlk : 



(A)ft3 : 31 
TlCCTGCRGflT TTTCCTCTflC ATTCA SggGGJE 



<2)ffi?l|*-tlOCDfl?$ : 

(A)S$ : 34 
<BM : mm 

(©«©» : -#81 



yCGRCCTGCA GAGGRGCCftC pR^CfiTyTGft flSCT 



34 
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ran 



Ag-Ab CJqrs 
Ag-Ab-Clqrs 



CI Inh 



:.x 



C2b^ - 




MCP, DAP, , C4bZa 

CRl.C4bp (C3 










MCP, DAF C4bZa3b 

CRl,C4bp '(C5*|*lfftJ 



:.) 



r 



C3bBbP MCP, DAF, 

(C3 CRl.HSf 



c: 



C3bBb3bP , 


MCP, DAF, 


;cs 


CRT, HS-h 



CD59. W?fV 
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[S3] 




FIG. 3 



CH4] 

CAB-2 W>fr1? 7 7 5 




-15-12-10 -8 -5 -3 -1 1 2 3 * .5 6 7 8 8 10 11 12 



(47) MST9-S029S 

IM51 

1 2 3 
106.0- # 

8o.o- m 

49.5- # 

32.5- g 
27.5- • 



M r x10" 3 




FIG. 5 
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$g¥9 -502985 



■j£lE±± VT&gCAB-2 : 7 X^fM 

' ttSJfcftgW^I CCelite 621) T-F££ 
1 

Q -b7 7 a-AFF-pH5. OTS^ 
25 nH SaClTf*» LTfS»®*K*. 
CAB-2&200 mH NaClT'Efcife 

4 ■ 

1MAC 
pKB.OTo-K, 

1 

HI C 

7 x^/l/650H H1C- 3« KaCl. pB7.0*rD- h\ 
CAB-2-SrlK NaClT-Jgaj 
J 

H I C 

7?VW50K H1C- 3» toCl, pH7. OfT?D— h\ 
CAB-2tlH NaCltStb 

CAB-2*15-20 mg/mlKM 
i 

7*- h * >s WMi 5 b. K 2 BUST, 
CAB-2&M0 mg/oiieSfg ■ 



FIG. 6 
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[0 7] 




•7vA' 1 ?^ (ng/mO 



Fie. 7 



(50) 
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FIG. 8 
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FIG. 9 



(52) 
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FIG. 10 



(53) 



sue*). :RBCS&^7VM 




^/f7^ <nM) 
FIG. 11 
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ITG. 12 



(55) 
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FIG. 13 
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cm 1 4] 



£ 




FIG. 14 
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[015] 

100- 
90- 



70 




CVF 250 SO 10 2 
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